miR‑483‑5p promotes growth, invasion and self‑renewal of gastric cancer stem cells by Wnt/β‑catenin signaling.
Gastric carcinoma (GC) ranks as the second most common cause of cancer‑associated mortality worldwide. Emerging evidence has suggested a potential novel therapeutic strategy based on the ability of cancer stem cells (CSCs) to trigger tumorigenesis. MicroRNAs (miRNAs) have previously been implicated in CSC formation and regulation of their functional characteristics. In the current study, a significant upregulation of miR‑483‑5p levels was demonstrated in spheroid body‑forming cells (P<0.01) by reverse transcription‑quantitative polymerase chain reaction, which were isolated from the MKN‑45 gastric cancer cell line and possessed gastric CSC (GCSC) properties. An MTT assay demonstrated that overexpression of miR‑483‑5p by transfection with miR‑483‑5p mimics significantly increased cell proliferation and Annexin V‑propidium iodide staining indicated the suppression of cell apoptosis, suggesting that miR‑483‑5p has an important function in GCSC growth. Notably, Transwell and sphere formation assays demonstrated that miR‑483‑5p elevation promoted GCSC invasion and cell self‑renewal ability, respectively. Further western blotting assays demonstrated that miR‑483‑5p upregulation induced an increase in the protein expression levels of β‑catenin and its downstream target molecules, including cyclin D1, Bcl‑2 and matrix metalloproteinase 2, indicating that miR‑483‑5p activates Wnt/β‑catenin signaling. Inhibition of this pathway by β‑catenin small interfering RNA transfection attenuated the miR‑483‑5p‑induced effects on cell growth, invasion and self‑renewal. These results demonstrate that miR‑483‑5p may act as an oncogene to promote the development of GC by regulating GCSC growth, invasion and self‑renewal via the Wnt/β‑catenin signaling pathway. Thus, the present study suggests that miR‑483‑5p may be a promising therapeutic target against GC.